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Commentary
Consensus in Merriam–Webster’s dictionary is defined as 
“a general agreement about something.” However, since 
the introduction of classifications of seizures, epilepsy 
syndromes, and surgical outcome scales, there seems to be 
an inability to reach agreement in the epilepsy community 
about details and wording. To alleviate some of the con-
troversial items, the International League Against Epilepsy 
(ILAE) has called task forces and published statements to 
standardize classifications and definitions (1–3). One such 
statement is the definition for drug-resistant epilepsy (2). 
However, definitions are of value only if they are practical, 
usable, and generally accepted.

A possible way to assess whether a published medical 
definition is valid is to evaluate the definition for repeatability, 
consistency, and practicability in daily medical care. The above 
study by Tellez-Zenteno et al. attempts to validate the ILAE 
definition for drug-resistant epilepsy and compares the ILAE 
definition to previously published definitions by individual 
authors. In short, the ILAE defines drug-resistant as “failure of 
adequate trials of two tolerated and appropriately chosen AED 
schedules (whether as monotherapies or in combination) to 
achieve seizure freedom” (2). The authors find that the ILAE 

definition is consistent with other previously published defini-
tions of drug-resistant epilepsy. Kappa statistics, a generally 
accepted measure of agreement, report substantial agree-
ment between scales and nearly perfect inter-rater reliability. 
A kappa value of 0.6–0.8 between various definitions indicates 
substantial agreement, and values greater than 0.8 indicate 
nearly perfect agreement for inter-rater agreement. Assessing 
inter-rater reliability is important. It is just human nature to 
classify the same thing into a different category at a later time 
point. Another interesting finding in the study is that mesial 
temporal sclerosis seems to be significantly more drug-resis-
tant than other epilepsy syndromes.

Words are important. Should the term drug-resistant 
epilepsy be universally accepted? Should it instead be called 
pharmacoresistant epilepsy, intractable epilepsy, or refractory 
epilepsy? Is the word really important if we all understand what 
is meant? If a disease and entity is defined, the term should 
not only be understandable by the specialist but also by gen-
eral practitioners and other healthcare providers, and it seems 
intuitively easier to understand what is meant by drug-resistant 
as compared to the other terms.

Defining drug-resistant epilepsy is necessary to determine 
when more invasive interventions, such as surgery, are indi-
cated. After having evaluated a patient several times, it is usu-
ally apparent whether the seizures responded to anti-epileptic 
medications and whether further intervention is necessary. It 
does not seem important what we call this disease, as long as 
there is consistency. It would greatly help literature searches 
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OBJECTIVE: To establish applicability, the recently proposed International League Against Epilepsy (ILAE) consensus on 
drug-resistant epilepsy (DRE) requires testing in clinical and research settings. This study evaluates the reliability and 
validity of these criteria in a clinical population. METHODS: In phase I, two independent evaluators reviewed 97 ran-
domly selected medical records of patients with epilepsy at two separate intervals. Both ILEA consensus and standard 
diagnostic criteria were employed. Kappa, weighted kappa, and intraclass correlation coefficient (ICC) were used to 
determine interobserver and intraobserver variability. In phase II, ILAE consensus criteria were applied to 250 pa-
tients with epilepsy to determine risk factors associated with development of DRE and to calculate point prevalence. 
RESULTS: The interobserver agreement of the four definitions was as follows: Berg (0.56), Kwan and Brodie (0.58), 
Camfield and Camfield (0.69), and ILAE (0.77). The intraobserver agreement of the four definition was as follows: Berg 
(0.81), Kwan and Brodie (0.82), Camfield and Camfield (0.72), and ILAE (0.82). The prevalence of DRE was the follow-
ing: with the Berg’s definition was 28.4%, Kwan and Brodie 34%, Camfield and Camfield 37%, and with ILAE was 33%. 
SIGNIFICANCE: This is first study to establish reliability and validity of ILAE criteria for the diagnosis of DRE. This new 
definition compares favorably with previously established constructs, which continue to retain clinical significance.
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and scientific collaboration if there were consensus about the 
terms.

The difficulties defining drug-resistant epilepsy come from 
the fact that it is difficult to define “what is a seizure-free 
outcome?” Do auras count? Does the seizure-free interval need 
to be three or six times the previous interseizure interval (4)? 
All those questions are valid and can be discussed in length. 
The ILAE definition does not allow for auras and requires 12 
months of seizure freedom or three times the seizure-free 
interval, whichever is longer (2). Definitions such as the ILAE 
definition are necessary, but drug-resistant severe generalized 
tonic-clonic seizures certainly call for more treatment than 
drug-resistant focal seizures without objective manifestations. 
Epilepsy remains a dynamic disease with spontaneous fluc-
tuations in seizure occurrence, which makes it so difficult to 
determine outcomes (5). The desire to consider just a one-time 
intervention and report the associated outcome may not fit 
the nature of the disease (6).

The authors applied the definition to an epilepsy clinic 
in Saskatchewan, a specialty clinic in Canada. It exclusively 
included adult patients. This population certainly is a select 
population, as it included only patients referred to the clinic 
and excluded patients treated by the primary care physician or 
non-epilepsy providers. They reported a prevalence of drug-
resistant epilepsy between 28.4 to 37 percent in this popula-
tion. This is consistent with previously reported data that is 
derived from epilepsy clinics, but lower numbers are reported 
when populations are derived from other data. A study in 
France that attempted to include all possible patients in a 
geographic area estimated the prevalence of drug-resistant 
epilepsy at 15.6% (7). The 2004 HealthStyles survey, thought 
to be representative of the general U.S. population, reports 
25.5% of patients with seizures in the last three months (8). 
Statements about incidence and prevalence always have to be 
interpreted in light of the population that was examined, and 
there are substantial differences between healthcare systems 
and geographic locations.

Although the authors validated the latest ILAE definition 
of drug-resistant epilepsy, they used an outdated classification 
for their seizure etiology and classified the patients into cryp-
togenic, idiopathic, and symptomatic epilepsy (3). This seems 
to reflect the fact that the seizure syndrome classification is 
not universally accepted, and it would enhance communi-
cation if validation of previously suggested classifications 
as reported in this study would facilitate a final agreement 
about seizure and epilepsy syndrome classifications (9, 10). 
No definition will be perfect and include all possible indi-
vidual cases. But consensus would trump individualism in 
that regard and enhance communication and research. The 

community could collaboratively focus on coming up with 
new innovative interventions to eliminate seizures instead of 
focusing on finding the right words for diseases, which we all 
know can be devastating.

by Barbara C. Jobst, MD
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